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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )□ Responsive to communication(s) filed on 01 November 2002 . 
2a)D This action is FINAL. 2b)K This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) D Claim(s) 1-23 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) D Claim(s) 1-23 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)Q accepted or b)0 objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

11) D The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)D All b)Q Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2.D Certified copies of the priority documents have been received in Application No. . 

3-D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-413) Paper No(s). . 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-152) 

3) ^ Information Disclosure Statement(s) (PTO-1449) Paper No(s) ± . 6) □ Other: 
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Claims 1-23 are pending and rejected. 
No claim is allowed. 

This application is a division of 09/331,397, filed on 6/21/1999 (now abandoned), which is a 371 
of PCT/DE97/03032, filed on 12/22/1997. Claims 1-23 are drawn to the method of treating premenstrual 
dysphoric disorder (PMDD) by administering gestagen alone or in combination of estrogens. 

Applicant's arguments and declaration filed in paper nos. 11 and 12 have been considered and 
was found persuasive in part. Finality of the last action is withdrawn. New rejections are as follows. 

Claim Rejections - 35 USC §112 

Claims 1-23 rejected under 35 U.S.C. 112, first paragraph, as containing subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. Following reasons apply. 

1 . In evaluating the enablement question, several factors are to be considered. In re Wands, 8 
USPQ2d 1400 (Fed. Cir. 1988). Ex parte Forman, 230 USPQ 546. The factors include: 1 ) The nature of 
the invention, 2) the state of the prior art, 3) the predictability or lack thereof in the art, 4) the amount of 
direction or guidance present, 5) the presence or absence of working examples, 6) the breadth of the 
claims, and 7) the quantity of experimentation needed. 

1 ) The nature of the invention: Instant claims are drawn to the method of treating premenstrual dysphoric 
disorder (PMDD) by administering gestagen alone or in combination of estrogens such as 
ethinylestradiol, estratriene triol, dialkyl derivatives of estradiol, dienogest, drospirenone, cyrosterone 
acetate, estrogen, estradiol valerate, estradiol ester, gestagen and others. 

2) The state of the prior art: Prior art of record teaches method of treatment of Premenstrual syndrome 
(PMS) by gestagen and also in combination with estrogen. PMDD is now identified as a distinct clinical 
entity with characteristic symptoms of irritability, anger, internal tension, dysphoria and mood lability. 
PMDD is the more severe form of premenstrual symptamology, whereas premenstrual syndrome (PMS) 
is milder and more prevalent. 
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3) The predictability in the art: There is a general lack of predictability in the pharmaceutical art. In re 
Fisher, 427 F.2d 833, 166 USPQ 18 (CCPA 1970). Therefore, predicting which gestagen or its 
combination with any estrogen will be useful in the treatment of PMDD is impossible. 

4) The presence or absence of working examples: On page 2 of the specification 1-11, PMDD symptoms 
are listed. The specification asserts that PMDD can be effectively treated by gestagens and also in 
combination of estrogesn. On page 9, last para, after the treatment over 4-6 cycles with 3 mg of 
drospirenone and 30ug of ethinylestradiol, "a significant improvement relative to at least one of the 
symptoms (as numbered 1-4) that occurred before the beginning of the treatment, but not only the 1 1 th 
symptom, is observed". There is no data what specific symptoms were treated. 

Applicants "significant improvement" does not explain what symptoms were improved? How 
many women were studied in the experiment and whether other estrogen-gestagen combination or 
gestagen would work. Some symptoms of Premenstrual syndrome (PMS) and PMDD are similar and 
overlap. There is no test data, which would assist the skilled artisan in practicing the claimed invention. 
The skilled artisan, seeking lead compounds for pharmaceutical discovery and treatment of PMDD, would 
be at a loss as to where to begin such discovery in the absence of such data. 
6) The breadth of the claims: The claims are drawn not only to the method of treatment of PMDD by 
broad class of gestagen which is itself broad, but also to combination of estrogens which encompasses 
hundreds of different species. 

One may look to, Dennertein et al. (British Medical Journal, Vol. 200, pages 1617-1621), which 
discloses a trial and effects of progesterone and premenstrual symptoms, see Table I on page 1619, 
Table III on page 1620. Table I on page 1619 shows a list of premenstrual complaints reported by 
number of women. It should be noted that irritability is at the top of Complaint list . Irritability is also a 
PMDD symptom and various symptoms of PMS and PMDD overlap. The data as shown in Tables II and 
III clearly shows significance of progesterone treatment. See also "discussion" on page 1620, where 
progesterone treatment is favored. Specification fails to specifically indicate the novelty of the treatment. 
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Another reference of interest may be for example Andersch et al. (J. of Psychosomatic Res.) 
where administration of progesterone to 15 women premenstrual symptoms after and before the 
treatment are listed in Table 1 on page 491 . The reference also discloses that a closer look at some 
subgroups would be women with swelling but no mental symptoms, with mental but no swelling 
symptoms, and those unfortunate women with severe symptoms of both kinds. The beneficial effects of 
prostaglandin inhibitors on some premenstrual symptoms are of great interest but its possible tetragenic 
effects hamper its use in the luteal phase. Furthermore, the reference concludes that there is no single 
medication that has proved effective against all symptoms that can be met with in the premenstrual 
period. 

See also Johan Gullberg, where mood changes and menstrual symptoms with different 
Gestagen/Estrogen combinations are disclosed, see especially Table 2.1 on page 12-13 and figure 8.2 on 
page 43. 

7) The quantity of experimentation needed: Since the nature of the method is so unpredictable, as can 
be seen by the prior art cited above and since the claims are drawn to a broad range of pharmaceuticals 
for treatment of PMDD and since there is a lack of guidance present in the specification, the skilled 
artisan would have to undertake undue experimentation to practice the claimed invention commensurate 
with the scope of the claims. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 

rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious 
at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention 
was made. 
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The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 (1966), 
that are applied for establishing a background for determining obviousness under 35 U.S.C. 103(a) are 
summarized as follows: 



1 . Claims 1-23 rejected under 35 U.S.C. 103(a) as being unpatentable over Dennertein et al. (British 
Medical Journal, Vol. 200, pages 1617-1621), and Johan Gullberg. These two references cited teach the 
method, which embraces instantly claimed invention. See the entire documents especially in Dennertein, 
which discloses a trial and effects of progesterone and premenstrual symptoms see Table I on page 1619 
and Table III on page 1620. Table I on page 1619 shows a list of premenstrual complaints reported by 
number of women. It should be noted that irritability is at the top of complaint list. Irritability is also a 
PMDD symptom and various symptoms of PMS and PMDD overlap. The data as shown in Tables II and 
III clearly shows significance of progesterone treatment. See also "discussion" on page 1620, where 
progesterone treatment is favored. 

See Table 2.1 on page 12-13 and figure 8.2 on page 43 in Gullberg reference which teaches the 
Mood Changes and Menstrual Symptoms with different Gestagen/Estrogen combinations" 

Instant claims differ from the reference in claiming broader scope than the prior art. For example 
treatment of PMDD by gestagen and combination with estrogen, natural or synthetic wherein specific 
estrogen and estrogen are claimed for the treatment. 

It would have been obvious to one skilled in the art to prepare compositions for the treatment of 
premenstrual symptoms as the above-cited references teach the treatment with gestagen and with 
combination of gestagen and estrogen. The studies show positive effects of the treatment. Therefore, 
the disclosure of the cited references obviously would lead a person skilled in the art to use the 
conventional known gestagens or in combination with estrogen. 



1. 
2. 
3. 
4. 



Determining the scope and contents of the prior art. 

Ascertaining the differences between the prior art and the claims at issue. 

Resolving the level of ordinary skill in the pertinent art. 

Considering objective evidence present in the application indicating obviousness or 
nonobviousness. 
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Example shown in the specification does not specifically shows any unexpected results, which 
were not taught by the prior art. Even though PMS and PM DD are distinct however, PMDD is considered 
a severe form of PMS. Since the method for treating is used to treat PMS, applicants must distinctly 
show their superiority of the invention. 

Claims 1-23 rejected under 35 U.S.C. 103(a) as being unpatentable over Harvard Rev. Psychiatr. 
Vol. 2, No. 5, (1995), pages 233-245. The reference teaches treatment of PMDD by progesterone or 
oestrogen which embraces Applicant's claimed invention. See the entire document especially page 234, 
right column and 235-236. Clinical trials controlled studies are shown to have positive effects on 
symptoms such as irritation, anxiety, depression etc. In addition to effect of progesterone, the reference 
also discloses the positive effects of oestrogen, for PMDD treatment, see page 235-236. The studies 
showed that subcutaneous or transdermal^ administered oestradiol improves a number of PMDD-related 
symptoms. 

It would have been obvious to one skilled in the art at the time of invention to use the gestagens 
or oestrogen for the treatment of PMDD as taught by the prior art. In view of the teachings of the prior art 
of record cited above, a person skilled in the art would also consider administering a combination of the 
individual substances i.e. gestagen and oestrogen for treatment of PMDD for the reasons cited above. 

Minor Informalities 

Typing error has been noticed by the Examiner in the specification, see 3 rd line from the bottom 
on page 2, where "with" is mistyped. The lengthy specification has not been checked to the extent 
necessary to determine the presence of all possible minor errors. Applicant's cooperation is requested in 
correcting any errors of which applicant may become aware in the specification. 

Telephone Inquiry Contacts 

Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Sabiha Nairn Qazi whose telephone number is 703-305-3910. If attempts to reach 
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the examiner by telephone are unsuccessful, the examiner's supervisor, Jose Dees can be reached on 
703-308-4628. The fax phone numbers for the organization where this application or proceeding is 
assigned are 703-308-4556 for regular communications and 703-308-4556 for After Final 
communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding should be 
directed to the receptionist whose telephone number is 703-308-1235. 

November 1 8, 2002 /TltfP 




SABJHA QAZI, PRD 
PRIMARY EXAMINER 



